Nicotine's effect on TLR pathways. a As a ligand for TLR4, LPS can trigger both MyD88-and TRIF-dependent pathways, leading to activation of NF-κB, which is responsible for the transcription of various pro-inflammatory cytokines and type I interferons (i.e., IRF3). The MyD88-dependent pathway is activated early, whereas the TRIF-dependent pathway is activated in the late phase. All the changes of RNA expression for more than 40 key and representative genes within the TLR4 pathway in RAW264.7 cells were measured by real-time RT-PCR after the cells had been stimulated with LPS 100 ng/ml for 4 h with or without prior treatment with 5 μM nicotine for 30 min. b Poly(I:C) is a ligand for TLR3, triggering only the TRIF-dependent pathway. All results were obtained with RAW264.7 cells, which were stimulated with poly(I:C) 10 μg/ml for 16 h with or without prior treatment with 5 μM nicotine for 30 min. The genes significantly modulated by nicotine are indicated in green. The figures shown in a and b were constructed by Ingenuity Pathway Analysis software (www.ingenuity.com) with some modulations.
